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I. Basis of the report 

1 With regard to the elements of the international application (Replacement sheets which have been furnished to 
' the receiving Office in response to an invitation under Article 14 are referred to in this report as ongmally filed 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -44 as originally filed 

Claims, No.: 

1 -54 as originally filed 

Drawings, sheets: 

1/5-5/5 as originally filed 



2 With regard to the language, all the elements marked above were available or furnished to this Authority in the 
' language in which the international application was filed, unless otherwise indicated under this .tern. 

These elements were available or furnished to this Authority in the following language: ,, which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed tc 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1 - 30, 48 - 51 

No: Claims 31 - 47, 52 - 54 

Inventive step (IS) Yes: Claims 

No: Claims 1 - 51 

Industrial applicability (IA) Yes: Claims 1 - 51 
No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether 
claims are fully supported by the description, are made: 
see separate sheet 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step c 
industrial applicability; citations and explanations supporting such statement 

The following documents (D) are referred to in this report; the numbering is following 
the order of the International Search Report: 



D1 Andre era/., 1998. J Virol. 72:1497-1503. 
D2 Zolotukhin era/., 1996. J Virol. 70:4646-4654. 
D3 WO-A-991 4346 (Sequitur Inc.) 



1 . Article 33(2) PCT (Novelty) 

1 .1 Present claim 1 is directed to a double stranded polynucleotide wherein the 
first and second strand comprise terminator sequences that are not present on the 
corresponding complementary strand. Both terminator sequences are, however, 
supposed to terminate transcripticn on the respective strand. 

1 .2 Such a polynucleotide has not yet been disclosed in the prior art presently 
available to the I PEA. Present claim 1 meets the requirements of Article 33(2) 
PCT. The same holds true for dependent claims 2 - 30 and for claims 48 - 51 
directed to methods of employing said polynucleotides. 

1.3 Present claim 31 is directed to a codon optimised double-stranded 
polynucleotide wherein the nucleotide sequence is non-homologous to sequences 
in the host cell. 

Documents D1 (page 1497, "Abstract" and "Material And Methods") and D2 (page 
4646, "Abstract" and "Material And Methods") disclose codon optimised DNA 
sequences that are non-homologous to sequences in the host cells. D1 and D2 
thus anticipate the subject-matter of present claim 31 . The same holds true for 
dependent claims 32 - 35 and for claim 46 directed to the corresponding RNA 
molecules. 

1 .4 Present claim 36 is directed to a single stranded RNA molecule that is 
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incapable of forming partially double-stranded complexes. 
Document D3 (Examples) discloses RNA molecules that have been modified to 
improve RNA stability which also comprises avoiding the formation of double- 
stranded complexes. D3 therefore anticipates the subject-matter of present claim 
36. The same holds true for dependent claims 37 - 45 and 47 and for claims 52 - 
54 directed to methods employing said single stranded RNA molecules. 



2. Article 33(3) PCT (Inventive step) 

2.1 Present claim 1 does not meet the requirements of Article 33(3) PCT. It is not 
apparent from the description that the subject-matter of claim 1 would solve the 
technical problem, namely to provide polynucleotide molecules that inhibit the 
formation of aberrant RNA and thus lead to an increased expression level. The 
examples found in the description do not provide such evidence. (Please also see 
the comments in section VIII below). The same holds true for dependent claims 2 
- 30 and for claims 48 - 51 . 

2.2 The same objection applies to claims 41 - 47. Said claims do also not meet 
the requirements of Article 33(3) PCT for the reasons outlined above. 



Re Item VIII 

Certain observations on the international application 

1 . It appears as if the claims 1 - 30 relate more to a theoretical model than to 
subject-matter defined in terms of technical features. Such a set of claim does not 
meet the requirements of Article 6 PCT in conjunction with Rule 6.3(a) PCT. 

2. Present claims 36 and 46 are unclear (Article 6 PCT). It is not apparent what the 
term "substantially single stranded RNA molecule" may comprise. Is it 90% 
single stranded or only 50% or is it meant to be interpreted in a completely 
different way? 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-April 1997) 



PCT/US00/17670 



TENT COOPERATION TR HJY 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 


Date of mailing (day/month/year) 
05 April 2001 (05.04.01) 


in its capacity as elected Office 


International application No. 
PCT/US00/17670 


Applicant's or agent's file reference 
AHP29APCT 


International filing date (day/month/year) 
27 June 2000 (27.06.00) 


Priority date (day/month/year) 
09 July 1999 (09.07.99) 


Applicant 

SAT1SHCHANDRAN, C. et al 


1 . The designated Office is hereby notified of its election made: 


j~X| in the demand filed with the International Preliminary Examining Authority on: 

02 February 2001 (02.02.01 ) 


Q in a notice effecting later election filed with the International Bureau on: 


2. The election [><] was 




| | was not 

made before the expiration of 19 months from the priority date or. where Rule 32 applies, within the time limit under 
Rule 32.2(b). 


The International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 i 


Authorized officer 

Antonia Muller 

Telephone No.: (41-22) 338.83.38 
1 " " " US00 17670 



Form PCT/IB/331 (July 1992) 



PATENT COOPERATION TREA 



PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 1 8 and Rules 43 and 44) 



Applicant's or agent's file reference 

AHP29APCT 



cad ci IDTHPR see Notification of Transmittal of International Search Report 
run run I ncn m pCT/ | SA/220) as wen aSi wher e applicable, item 5 below. 
ACTION 



International apf 

PCT/US 00/17670 



International filing date (day/month/year) 

27/06/2000 



(Earliest) Priority Date (day/month/year) 

09/07/1999 



Applicant 

AMERICAN HOME PRODUCTS CORPORATION 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of _ 



PT| It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the report 

a With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I - ! the international search was carried out on the basis of a translation of the international application furnished to this 
1 Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
PI contained in the international application in written form. 
| | filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
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I - ! the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
— international application as filed has been furnished. 
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2. [X] Certain claims were found unsearchable (See Box I). 

3. Q Unity of Invention Is lacking (see Box II). 

4. With regard to the title, 

\T\ the text is approved as submitted by the applicant. 

Q the text has been established by this Authority to read as follows: 



With regard to the abstract, 

1X1 the text is approved as submitted by the applicant. 

H the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III The applicant may, 
I— I within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



□ as suggested by the applicant. □ None of the figures. 

IT] because the applicant failed to suggest a figure. 
| | because this figure better characterizes the invention. 
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